To the Editor: Network visualization is typically based on nodelink diagrams, which quickly become inadequate as network size and data complexity increase 1 . To address this challenge, we developed NetGestalt (http://www.netgestalt.org/), a web application for integrating multidimensional omics data over biological networks. NetGestalt exploits the inherent hierarchical modular architecture of biological networks 2 to achieve high scalability. Instead of using a two-dimensional node-link diagram ( Fig. 1a) , NetGestalt places the nodes of a network along the horizontal dimension of a web page on the basis of the hierarchical architecture of the network (Fig. 1b) and displays the network-module annotation at different scales below the ordered nodes (Fig. 1c) . Visualization in the horizontal dimension conveys the functional relationship between different nodes (such as genes) as encoded in the network. Notably, this transformation makes it possible to render node-related information from different data sources and existing knowledge as tracks along the vertical dimension of the web page for visual comparison and integration.
NetGestalt relies on a computational algorithm, available as the R package NetSAM (network seriation and modularization), for revealing hierarchical organization of biological networks (Supplementary Methods and Supplementary Fig. 1 ). Using protein-protein interaction networks from human and mouse as examples, we showed that NetSAM could identify biologically coherent modules at different scales and create functionally meaningful one-dimensional ordering of the genes (Supplementary Note 1, Supplementary Table 1 and Supplementary Fig. 2) . Here we applied NetGestalt to a hierarchically and modularly organized human protein-protein interaction network based on interaction data from the Human Protein Reference Database (http://www.hprd.org/). We used two examples to demonstrate the features of NetGestalt and its potential in revealing important novel biological insights (Supplementary Note 1 and Supplementary Figs. 3-5) .
NetGestalt supports four track types corresponding to different data types (Supplementary Table 2) . A single binary track visualizes a single set of binary data, such as functional annotation data for genes or significant calls from a statistical analysis ( Supplementary Fig. 3j,k) . A composite binary track uses a heat map with two colors to simultaneously visualize a few related binary data sets, such as gene mutation status for a cohort of tumors ( Supplementary Fig. 4l) . A single continuous track uses a bar chart to visualize a single set of continuous data, such as fold changes (Supplementary Fig. 3d) . A composite continuous track uses a heat map with colors Note 1 and Supplementary Fig. 3) . The analysis highlighted an important role of chemokine signaling in colorectal cancer progression and revealed previously undiscovered dynamic gene-expression patterns that may be useful for future therapeutic interventions based on anti-inflammatory strategies. Our second example integrated somatic mutation and copy number-variation results from The Cancer Genome Atlas glioblastoma multiforme (GBM) study 3 . The analysis identified known networks involved in GBM and presented a novel FN1-centered network that may provide insights into both tumor progression mechanisms and clinical management of GBM (Supplementary Note 1 and Supplementary Fig. 4) . Moreover, by visualizing somatic mutation data from individual samples together with network-module information, the analysis revealed a mutually exclusive mutation pattern for genes in the PIK3R1-centered network (Supplementary Note 1 and Supplementary  Fig. 4l ).
In contrast with typical network visualization tools, NetGestalt allows multiscale representation and navigation of the data, and it adjusts graphical presentations to the level of detail appropriate to a particular scale. It also allows simultaneous visualization of different types of data within the same framework to facilitate data integration. Moreover, NetGestalt complements genome browsers 4 in visualizing the functional relationship of genes located on different chromosome locations. This facilitates, for example, the discovery of pathways and networks that link important genomic alterations (Supplementary Fig. 4p) OpenSPIM: an open-access light-sheet microscopy platform
To the Editor: Light-sheet microscopy is revolutionizing biology by enabling live in toto imaging of entire embryos or organs with minimal phototoxicity 1 . We present an open hardware and software platform for constructing a customizable microscope for selectiveplane illumination microscopy (SPIM). The OpenSPIM platform is shared with the scientific community through a public website (http://openspim.org/), making light-sheet microscopy more accessible so that it can be optimized for various applications.
SPIM is ideally suited for capturing anatomy and patterns of gene activity in large developing specimens expressing fluorescent reporters 2 . However, because genomes contain thousands of genes and development can last for days, it is necessary to increase the throughput of SPIM acquisitions. We propose to do this by building arrays of affordable SPIM systems that allow the parallel imaging of many samples.
The initial version of the OpenSPIM setup implements a singlesided illumination and single-sided detection light-sheet arrangement ( Fig. 1a and Supplementary Fig. 1 ), the most basic realization of the SPIM principle 3 . The microscope is controlled via a dedicated plug-in (Supplementary Fig. 2) extending the popular open-source microscopy control software mManager 4 running inside Fiji 5 on standard computer hardware. This architecture enables active feedback of on-the-fly image processing on image acquisition and facilitates reconstruction and analysis 6 (Fig. 1b) .
To demonstrate the ability of OpenSPIM to image large specimens, we imaged a zebrafish embryo expressing histone H2A-EGFP by acquiring six overlapping fields of view ( Fig. 1c and  Supplementary Video 1) . OpenSPIM can capture fast biological processes, such as the beating zebrafish heart, by recording a single plane at the maximum frame rate of the camera (Supplementary Video 2). For samples that strongly scatter light, such as Drosophila melanogaster embryos, OpenSPIM offers multiview acquisition (Fig. 1d,e and Supplementary Videos 3 and 4) which, in combination with Fiji's multiview registration 6 , can be used to record embryonic development ( Supplementary Fig. 3 and Supplementary Video 5). Finally, the four-dimensional recording of the dynamics of gene expression pattern formation during development (Fig. 1f and Supplementary Video 6) is the representative application for which the parallelization offered by OpenSPIM provides the necessary imaging throughput.
The unique feature of the OpenSPIM project is its emphasis on an open development process and community. We have established a wiki site that documents in great detail the building, alignment, software and operation of OpenSPIM. The wiki contains a comprehensive list of parts (http://openspim. org/Table_of_parts); detailed instructions for assembly supplemented with photographs, drawings and videos (http:// openspim.org/Step_by_step_assembly); narrated tutorials for light-sheet alignment and sample preparation (http:// openspim.org/Operation); and descriptions of the open-source software that are useful for users as well as developers (http:// openspim.org/Category:Software).
The OpenSPIM system was intentionally designed to be simple, compact, modular and accessible. The current configuration of OpenSPIM (Supplementary Fig. 4a ) can be extended to more npg
